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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

I) ^ Responsive to communication(s) filed on 01 June 2007 . 

2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) K Claim(s) 85 and 86 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. . 

5) Q Claim(s) is/are allowed. 

6) E3 Claim(s) 85 and 86 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)13 The drawing(s) filed on 11 September 2006 is/are: a)E3 accepted or b)D objected to by the Examiner. 
Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

I I) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 1 1 9 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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Art Unit: 1649 

DETAILED ACTION 
Formal matters 

1 . The Art Unit location of your application in the USPTO has changed. To aid in 
correlating any papers for this application, all further correspondence regarding this 
application should be directed to Art Unit 1649. 

Claim Rejections - 35 USC § 112 

2. The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

3. Claim 85 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The Claim recites "physiological levels" of albumin, however, 
the specification does not clearly define what concentration range is considered to be 
physiological. The following reference demonstrates that albumin is 644 micromolar in 
healthy adults (Table /; Bohrmann et al. Journal of Biological Chemistry 274(23): 15990- 
15995). Claim 86 goes on to define the concentration to be "up to 60 mg/ml", which 
appears to be an order of magnitude off from the concentration known in the art. 
Applicant fails to distinctly define the concentration of albumin under which the Applicant 
regards his invention to be practiced. 

Claims 85 and 86 are rejected under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the 
steps. See MPEP § 2172.01. It appears that Claims 85-86 are intended to claim 
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methods of administration of Anti-beta amyloid antibodies for the purposes of 
"sequestering free p-amyloid in the bloodstream" (pages 8-9 of the Specification). 
Applicant is advised that the claims as currently presented are vague and indefinite 
because they recite methods wherein the steps are incomplete. The method is omitting 
steps that clarify whether the antibody of the claims is administered, and define the 
result or effect of the method as performed. 

Claims recite "providing beta-amyloid in the presence of physiological levels of 
human serum albumin". This reads upon the beta-amyloid that is typically present in 
humans in the natural physiological state, which is possibly non-statutory subject 
matter. Furthermore, the term "forming an incubation mixture" comprising beta- 
amyloid, human serum albumin and an antibody specific for beta-amyloid epitope, 
likewise, reads upon the A(3 autoimmune antibodies that are known in the art to be 
present in the native state. 

Claim Rejections - 35 USC §112 

4. The following is a quotation of the first paragraph of 35 U.SC 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shah 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claims 85 and 86 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for an in vitro method of forming an immune complex 
comprising contacting beta-amyloid with a specific antibody in the presence of human 
serum albumin, does not reasonably provide enablement for the method practiced in 
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vivo. The specification does not enable any person skilled in the art to which it pertains, 
or with which it is most nearly connected, to use the invention commensurate in scope 
with these claims. 

In making a determination as to whether an application has met the requirements 
for enablement under 35 U.S.C. 112, 1 st paragraph, the courts have put forth a series of 
factors. See, In re Wands . 8 USPQ2d 1400, at 1404 (CAFC 1988); and Ex Parte 
Forman , 230 U.S.P.Q. 546 (BPA1 1986). The factors that may be considered include: 

(1 ) Nature of the invention 

(2) Breadth of the claims 

(3) Amount of direction or guidance presented 

(4) Presence or absence of working examples 

(5) State of the prior art 

(6) Relative skill of those in the art 

(7) Quantity of experimentation necessary, and 

(8) Level of predictability in the art 

However, the courts have also stated that it is not essential that every factor be 
examined in detail, but those factors deemed most relevant should be considered. 

Nature of the invention. The nature of the invention is method of forming an 
immune complex comprising beta-amyloid, human serum albumin and specific 
antibody. The working example that most closely pertains to the inventive step claimed 
is outlined in the Specification as "the ability of purified 5A11 monoclonal anti-A|3 
antibody to bind 125 l-Api_ 4 o was unaffected by the presence of human serum albumin 
(HSA) at 60 mg/ml, even though this was a 500-fold molar excess over the antibody - 
concentration (Table 3)" (pg. 26 lines 7-1 1 ). 

Breadth of the claims. The instant claims are neither limited as to any particular 
beta-amyloid protein nor any particular anti-beta amyloid antibody. The claims read 
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upon the method comprising any antibody raised against any beta-amyloid protein and 
the process by which it forms an antigenic complex in the presence of physiologically 
relevant human serum albumin, including the formation of an immune complex in vivo 
between naturally occurring autoimmune antibodies and beta-amyloid, which would 
inherently occur under physiological concentrations of human serum albumin. 

Amount of direction or guidance, State of the prior art, and Relative skill of those 
in the art. These factors are not relevant to a prima facie case of enablement. The 
specification has outlined the general steps by which antibodies are made and immune 
complexes between antigen and antibody are formed. Applicant correctly asserts that 
the production and use of antibodies is a "mature field" with a high level of skill (page 7 
paragraph 2 of Applicant's Amendment dated June 1 , 2007). Examiner does not argue 
that one of ordinary skill in the art would be able to readily practice these steps in vitro, 
however, Applicant fails to provide guidance as to how the method is to be practiced in 
vivo, as encompassed by the claims. If the effect of the invention is for the purposes of 
"sequestering free beta-amyloid" as the specification recites, there is no enabling 
guidance or support as to how one of ordinary skill in the art would practice this method. 
Particular obstacles arise from the presence of physiological levels of' human serum 
albumin, which serves as a blocking agent for non-specific binding of antigen-antibody 
complexes as well as providing for the rapid turnover of free amyloid beta peptides. 

Presence/Absence of working examples. The specification has provided only 
one working example of an antibody immune complex forming in vitro in the presence 
of 60 mg/ml of HSA, and that working example is for the specific antibody 5A1 1 . One of 
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ordinary skill in the art would appreciate that the use of the method in vivo requires 
considerably more guidance and direction than the method practiced in vivo 

Level of predictability in the art . The following reference demonstrates that under 
physiological conditions approximately 89% of beta-amyloid is bound to human serum 
albumin (Biere et al. Journal of Biological Chemistry 271(51): 32916-32922, published 
December 1996). The instant disclosure cites this reference and recites, "This raises 
the concern that the bound albumin will interfere with antibody binding" (section 0075). 
The following current article demonstrates that albumin plays an integral role in the 
formation of Ap-antigen immune complex in vivo (Levites et al. The FASEB Journal 
20:2576-2578, 2006). The disclosure demonstrates antibody 5A1 1 demonstrates 
binding in vitro but, given the unpredictability of immune complex formation, HSA's 
ability to block immune complex formation, and the lack of guidance for the method 
practiced in vivo, the disclosure fails to meet the enablement requirements. 

Quantity of experimentation necessary. For the reasons set forth above, 
one skilled in the art at the time of the invention would require undue experimentation to 
practice over the full scope of the invention claimed. This is particularly true given the 
nature of the invention, the breadth of the claims, the absence of working examples 
provided and scarcity of guidance in the specification. Taken together with the 
unpredictability remaining within the art, a skilled artisan would have to perform 
considerable experimentation to practice the invention as claimed. Such 
experimentation goes beyond the boundaries of routine screening, entailing an undue 
amount of experimentation. 
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Claim Rejections - 35 USC § 102 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

7. Claims 85 and 86 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Biere et al. Journal of Biological Chemistry 271(51): 32916-32922, published December 
1996. The invention is drawn to methods of forming an immune complex between beta- 
amyloid and antibody in the presence of physiological levels of human serum albumin 
(Claim 85) or "up to 60 mg/ml" of human serum albumin (Claim 86). 

The prior art reference teaches that -89% of beta-amyloid is bound to albumin 
under physiological conditions (abstract). The reference quantifies the amount of beta- 
amyloid bound to human serum albumin via the use of a specific antibody (anti-Ap 
antibody from Senetek, Inc. - See Experimental Procedures) with non-denaturing gels 
(Figure 4). Furthermore, the reference teaches that such an immune complex can form 
in the presence of physiological concentrations of albumin as defined as nanomolar 
concentrations (pg. 32916, last paragraph). Barring evidence to the contrary, the 
reference teaches the method in the presence of "up to 60 mg/ml" as required by Claim 
86. Therefore the prior art teaches the formation the invention as claimed. 

Conclusion 

8. No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Stacey MacFarlane whose telephone number is (571) 
270-3057. The examiner can normally be reached on Monday-Thursday 6:30AM-4:00 
PM & ALT. Fridays, EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on (571 ) 272-0841 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-91 99 (IN USA OR CANADA) or 571-272-1000. 

Stacey MacFarlane 

Examiner 

Art Unit 1649 
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